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Solid-phase synthesis
• A repetitive solid-phase method for the synthesis of unbranched, branched and
partly branched polyamides on polystyrene support has been described (Jönsson
and Undén, Tetrahedron Lett., 2002, 43(17), 3125-3128).
• Commencing with 3-iodobenzoic acid loaded on Rink resin, a reaction sequence
has been used to prepare 2,4-disubstitued thiazoles and aminothiazoles (Kazzouli et
al., Tetrahedron Lett., 2002, 43(17), 3193-3196).
• Difficulties encountered in the synthesis of resin-bound secondary amines attached
via an acid-labile linker have encouraged the development of an alternative method
of preparation (Austin et al., Tetrahedron Lett., 2002, 43(19), 3555-3556).
• A novel and facile strategy for the synthesis of 2-amino-1,3,4-thiadiazines
commencing with polymer-bound isothiocyanates has been described (Kilburn et
al., Tetrahedron Lett., 2002, 43(18), 3309-3311).
• Mercapto acids have been attached through their thiol group onto 2-chlorotrityl-,
trityl-, 4-methyltrityl, 4-methoxytrityl- and 4,4’-dimethoxytrityl-resins and used in
the synthesis of small mercaptoacylamino alcohols (Mourtas et al., Tetrahedron
Lett., 2002, 43(18), 3419-3421).
• Novel methods for the synthesis of carbonates and carbamates in solution and on
solid-phase using caesium bases have been developed (Salvatore et al.,
Tetrahedron, 2002, 58(17), 3329-3347).
• Solid-phase synthesis of 2-aminoimidazolidin-4-ones from resin-bound amino acids
has been described (Yu et al., Tetrahedron, 2002, 58(17), 3349-3353).
• Functionalised 1,2,3-triazoles have been prepared by the 2+3 cycloaddition of resin
bound a-azido esters with substituted alkynes (Blass et al., Tetrahedron Lett.,
2002, 43(22), 4059-4061).
• An expedient method for the formation of a-amino phosphonate functionalities on
the amino terminus of peptides using solid-phase methods has been described
(Rinnová et al., Tetrahedron Lett., 2002, 43(22), 4103-4106).
• A solid-phase synthesis of 1,2,4-triazolidine-3,5-diones has been reported that
generates the final products through a traceless cyclo-elimination step (Park and
Cox, Tetrahedron Lett., 2002, 43(21), 3899-3901).
• A new and efficient solid-phase method for the production of six different
heterocyclic systems from ortho-fluoronitrobenzoic acid has been described
(Purandare et al., Tetrahedron Lett., 2002, 43(21), 3903-3906).
• New linear and macrocyclic arene-peptide hybrids have been synthesised on solid-
phase from N-tetrachlorophthaloyl-protected amino acids through the mild opening
of the phthalimide ring by 1,3-diaminopropane (Planas et al., Tetrahedron Lett.,
2002, 43(25), 4431-4434).
• The glyoxyl group, prepared on solid support by the oxidation of acrylic acid, has
been shown to be an attractive intermediate for combinatorial synthesis (Xu and
Lam, Tetrahedron Lett., 2002, 43(25), 4435-4437).
• A rapid and straightforward synthesis of 2-aminoimidazolones on solid support has
been described that starts with the immobilisation of thioureas (Yang et al.,
Tetrahedron Lett., 2002, 43(25), 4463-4466).
• A traceless synthesis of 2-imidazolones where the final products are released and
cyclised with TFA, has been developed starting with polymer-bound glycerol resin
(Cheng et al., Tetrahedron Lett., 2002, 43(26), 4571-4573).
• Two routes for the synthesis of a-aminophosphine ligands on solid support have
been developed and the products analysed by gel-phase 31P and 13C NMR
techniques (Ben-Aroya and Portnoy, Tetrahedron, 2002, 58(25), 5147-5158).
Solution-phase synthesis
• The trimethylsilyl azide modified Ugi 4-component reaction has been used to
prepare fused azepine-tetrazoles in solution; a method suitable for the preparation
of arrays of small molecules for biological screening (Nixey et al., Tetrahedron
Lett., 2002, 43(20), 3681-3684).
• A series of N-desosaminyl-sustituted ketolides has been synthesis in parallel by
reductive amination of various aldehydes followed by a solid-phase extraction
process using ion exchange resins (Denis and Renou, Tetrahedron Lett., 2002,
43(23), 4171-4174).
• A variety of 2,2,4-substituted 1,2-dihydroquinolines have been synthesised in
solution from substituted anilines or aminoheterocycles and the corresponding
ketones using lanthanide catalysts and microwaves (Theoclitou and Robinson,
Tetrahedron Lett., 2002, 43(21), 3907-3910).
• A new and general method for the separation of soluble-polymer supported
saccharides by using selective cleavage of various linkers has been described
(Elsayed et al., Tetrahedron Lett., 2002, 43(26), 4691-4694).
Fluorous reagents
• A whole issue of Tetrahedron has been devoted to papers on fluorous chemistry
(Tetrahedron, 2002, 58(20)). Given the potential use of fluorous chemistry in
combinatorial synthesis, some of the papers describe methods useful for parallel
synthesis. A fluorous Mitsunobu procedure with applications for solution phase
parallel synthesis has been described (Dandapani and Curran, Tetrahedron, 2002,
58(20), 3855-3864). A general fluorous thiol quenching reagent has been
developed for use in solution-phase parallel synthesis (Zhang et al., Tetrahedron,
2002, 58(20), 3871-3875).
• Fluorous-tethered reagents have been employed to quench excess reactants and
remove known impurities from crude reaction mixtures generated by solution
phase parallel synthesis (Lindsley et al., Tetrahedron Lett., 2002, 43(23), 4225-
4228).
• The Staudinger reaction has been adapted for parallel synthesis by the use of
fluorous-tethered triphenyl phosphine which is finally removed by the use of
FuoroFlashTM SPE columns (Lindsley et al., Tetrahedron Lett., 2002, 43(25),
4467-4470).
Novel building blocks
• An Nsc-protected 1-methylpyrrole amino acid has been prepared and used for the
solid-phase synthesis of polyamides (Choi et al., Tetrahedron Lett., 2002, 43(24),
4295-4299).
Novel resins, linkers and techniques
• 2-(3-Aminopropyl)-4-pentenoic acid has been demonstrated to be a bio-compatible
linker for solid phase synthesis allowing the release of products from the support
through a cycloelimination reaction (Guo and Varady, Tetrahedron Lett., 2002,
43(20), 3677-3680).
• The progress of the synthesis of N-substituted carbamates on solid support has
been monitored by the use of gel-phase 13C NMR using a 13C enriched backbone
amide linker (Fernández-Forner et al., Tetrahedron Lett., 2002, 43(19), 3543-
3546).
• The commercially available reagent, 3-amino-1,2,4-dithiazole-5-thione has been
attached to a hydroxyl resin and used as an efficient sulphur-transfer reagent for he
solution phase synthesis of phosphorothioates (Zhang et al., Tetrahedron Lett.,
2002, 43(24), 4347-4349).
• A Rink-isonitrile resin provides a new universal platform for solution phase Ugi
multi-component reactions as demonstrated by the traceless solid-phase
preparation of diketopiperazines, benzodiazepines and 5-substitued 1H-tetrazoles
(Chen et al., Tetrahedron Lett., 2002, 43(22), 4083-4085).
Library applications
• The impact of solid-phase synthesis on medicinally relevant benzoannelated
nitrogen heterocycles has been reviewed (Bräse et al., Bioorg. Med. Chem., 2002,
10(8), 2415-2437).
• The synthesis of a small targeted library of inositol phosphoglycans analogous to
second messengers of insulin has been achieved using thiol-terminated spacers for
efficient coupling to the solid support (Lindberg et al., Tetrahedron, 2002, 58(21),
4245-4254).
• Four sets of nonapeptide mixtures based on an antifungal hexapeptide
pharmacophore have been prepared and tested for activity against two fungal
strains (Kundu et al., Bioorg. Med. Chem. Letts., 2002, 12(11), 1473-1476).
• A virtual screening strategy was used to identify novel compound classes with
activity against glycogen synthase kinase-3. These compounds could be readily
prepared using available solid-phase or solution parallel synthesis (Nærum et al.,
Bioorg. Med. Chem. Letts., 2002, 12(11), 1525-1528).
• A piperazinylbutylisoxazole library was designed, synthesised and screened for
binding affinities to dopamine D2, D3 and D4 receptors (Cha et al., Bioorg. Med.
Chem. Letts., 2002, 12(10), 1327-1330).
• Combinatorial libraries have been designed to find novel replacements for the
benzoic acid fragment of the oxytocin receptor antagonist L-371,257 (Wyatt et al.,
Bioorg. Med. Chem. Letts., 2002, 12(10), 1399-1404).
• Solution-phase parallel synthesis has been used to rapidly prepare hundreds of
sulphonamide- and urea-containing FKBP12 inhibitors (Choi et al., Bioorg. Med.
Chem. Letts., 2002, 12(10), 1421-1428). The same group has advanced this study
by using solid-phase methods to prepare two classes of FKBP12 inhibitor (Wei et
al., Bioorg. Med. Chem. Letts., 2002, 12(10), 1429-1433).
• A stereoselective route for the synthesis of 3,4-disubstituted azetidinones as key
intermediates in the preparation of ß-lactam antibiotics and enzyme inhibitors has
been developed (Delpiccolo and Mata, Tetrahedron: Asymmetry., 2002, 13(9),
905-910).
• A novel, potent, and orally active urea p38 kinase inhibitor has been discovered
and optimised through combinatorial chemistry (Dumas et al., Bioorg. Med. Chem.
Letts., 2002, 12(12), 1559-1562).
• A new convergent solid-phase synthesis of nanomolar thrombin inhibitors of the D-
Phe-Pro-Arg type has been described (Lange and Zechel, Bioorg. Med. Chem.
Letts., 2002, 12(12), 1571-1573).
• A focused library approach has been used to optimise N-acylphenylalanines as
VCAM/VLA-4 antagonists (Chen et al., Bioorg. Med. Chem. Letts., 2002, 12(12),
1679-1682).
• The solid-phase synthesis of substituted 1,2,4-triazoles tethered to a 4-
mercaptopyrrolinine core has been developed in the search for novel endothelin-
converting enzyme inhibitors (Kitas et al., Bioorg. Med. Chem. Letts., 2002,
12(13), 1727-1730).
• Using both solution and solid-phase chemistry, a library of 2,5-disubstituted
pyrroles with inhibitory activity against LPS-induced mouse B-lymphocyte
proliferation has been prepared (Kobayashi et al., Bioorg. Med. Chem. Letts.,
2002, 12(13), 1747-1750).
• High throughput synthesis and purification techniques have been applied to the
optimisation of sulphonamide NPY Y5 antagonists (Finn et al., Bioorg. Med.
Chem. Letts., 2002, 12(13), 1771-1774).
• The solid-phase synthesis of polyamides with a pyrrole unit linked directly to
Kaiser oxime resin with the ability to bind DNA has been described The impact of
solid-phase synthesis on medicinally relevant benzoannelated nitrogen heterocycles
has been reviewed (Belitsky et al., Bioorg. Med. Chem., 2002, 10(8), 2767-2774).
